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Group Ait Unit: 1655 
Examiner: A. Chakrabarti 
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Anna Di Rienza, Lalitha Iyer and Marie Ratain hereby declare as follows: 

1. We are joint inventors of the subject matter disclosed and claimed in the above 
referenced patent application. 

2. We understand that the US. Patent and Trademark Office Examiner handling the 
referenced application has taken the position that the Beutler et al* article appearing in Volume 
95 of the Proceedings of the National Academy of Science, USA, pp. 8170-8174, July 1998, is 
relevant to the patentability of the referenced invention . 

3. While we do not agree with the Examiner's conclusion in this regard, particularly with 
respect to certain aspects of our invention as set forth in the claims, we would point out that we 
made the subject invention, or at least as much of the subject invention as may be Shown in the 
Beutler ct al. article, in this country prior to July 1998. This is evidenced by the enclosed 
Abstract of our work from the March 30 - April 1, 1998 meeting of the American Society for 
Clinical Pharmacology and Therapeutics held in New Orleans, Louisiana. This Abstract is 
attached as Exhibit "A*' hereto, and we refer you in particular to Abstract OII-B-3. 
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4. As can be seen fiom this Abstract, we discovered the existence and relevance of the two 
new alleles of the UGT promoter, the 5 I(TA) 5 TAA) and 8 [(TA)a TAA] alleles, and discovered 
that these promoter alleles appeared to be unique to populations of African origin. We further 
demonstrate that in contrast to previously identified other polymorphic alleles, allele five carriers 
(genotypes 5/6 and 5/7) showed higher levels of glucuronidation of bilirubin and SN 38, and that 
these results suggested the allele five resulted in an increase in UGT gene expression. 

5. The data referred to in this Abstract was presented at the American Society for Clinical 
Pharmacology and Therapeutics meeting on March 30 - April 1, 1998 in New Orleans, 
Louisiana, and the Abstract reflecting this work was published prior to that tirae. 

6. WE HEREBY DECLARE THAT ALL STATEMENTS MADE OF OUR OWN 
KNOWLEDGE ARE TRUE AND THAT ALL STATEMENTS MADE ON INFORMATION 
AND BELIEF ARE BELIEVED TO BE TRUE; AND FURTHER THAT THESE 
STATEMENTS WERE MADE WITH THE KNOWLEDGE THAT WILLFUL FALSE 
STATEMENTS AND THE LIKE SO MADE ARE PUNISHABLE BY FINE OR 
IMPRISONMENT, OR BOTH, UNDER SECTION 1001 OF TITLE 18 OF THE UNITED 
STATES CODE AND THAT SUCH WILLFUL FALSE STATEMENTS MAY JEOPARDIZE 
THE VALIDITY OF THE APPLICATION OR ANY PATENT ISSUED THEREON. 




1631801.1 



2 



Received 10/02/2000 16:0!^F02:28 on line [7] for DP01982 printed 10/02/2000 16:08 * Pg 4/5 
Oct-02-00 03:47P CmtG on Clin Pharm 1 773 702 9698 P*04 



EXHIBIT "A' 



NINETY-NINTH ANNUAL MEETING 



ABSTRACTS of PAPERS 




ft • 

)SoW 02:28 on line [7] for DP01982 printed 10/02/201 



Received 10/02/2000 16: oWH 02:28 on line [7] for DP01982 printed 10/02/2000 16:08 * Pg 5/5 
Oct-02-00 03:47P Cmte on Clin Pharm 1 773 702 9698 P * 05 



OII-B-2 

CEKETTC PQtYMQRPKKMS wt«e WAIXW QUIWNE <W 
D0REDUCTA36 (NQOt) OBtifi LOCUS, ft fl-*'f* ftlQ* K-£> 
lywfclc, PhD 1 *. M. Jaf(n*lfarM a FbD**» KM S4ll*£ ( . "X>. IW. 
IS. Uofcr; PbwD, Ptf>, Sett of fed Clfa tod. CHkbw'i 
tvfcrpy Koipttftl, XittSM Or* Ma l D*l of Pfcm»*oi, Wv of 
IbfWUaON. ^OPUttflffiBla^indRafiapkuiinBttf^ 

NQOl cofalyaco iho twu-wkxuun rcdoctian cf quioooo QMHpoOfldt 
Mid it favolvwi fa the rcrioctiwe hKMc6vtti00 of cyXDlauc utf BUttOf 
Dunoon rc» ■& vtomycu C Three ilUki wife imjao ortd ub* 
tfojtfaas m potidou 139 ftad ir> h4» baa kfcndfifid: ibe fane- 
doMl A«Bl3WMain tllefa wtfcfa wo fermH NQO*k (be wju- 
AtoOittul iflck AiKlWSalff? (NQO-2) ta& Ae Irpltt/hotl? 
•iUe (NQQ*J). Which U ttioeUied wuh ■ Oroailbod •aJvitf- 

ffjTHlnpxf PCS^-quod gmutyviliif tiuyi ud duiuijXiH.il KQOI 
dfafa fttqiwiM fa GoocMfan. C o twtf i n N«j* I 
Ui* QwJQ»facioyoFud»ckit»« down; 
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TV fioa-pjnetiaul *2 ilfcb wm owt ftvojooMfe Afkfl poptfblbtt 
[CUmm n Cmck4m p <d>4Hl i*4 fowftrc. a treturprooorifei 
?f ladlndmb wy iKfc NQOl vfrtrjt, ttwM ttbiccu ony fahJWt 
rc*uum to 4ufeooc**tMB > ctoetr (Mapy dw to 4 deepened pre~ 

TWO HEW ALLELES IN THE rttOKOrTtR Or THE 0II*UB£f 
gOf^OLUCUlOKOSYt "nUJOTRAJB I (WHAl) 
* pmv n wm» Ltena ^mj. i»w Ma 

far frfcttkril QffffdcT itrtf GonnUttt Ott £llifnl 



^DopiofMo*cfao,Ui*orikyofC^^ 
Vojfatk* in &• rtAyjAA fknw fa lbt ^wwm ofdif VCTIAI 

bU, vM0«ig«lv4 bypwWfculiM a ii. AJkfa 7 KTA^TAAj wm 
ibm to n«9b id kwcfc of nwcflrtcxloa «ad iftCraiMd 

mtuo UkvMa anpmd to «Bok: ( UtAj»iAA|. Im tka 
(faawn M ifcif dkte iwdto ta la vtoo |tocutw)d«U«i of 

bUkubla nd SN-S6 — (be «ctfyt octeMH» of Ummcm <CTT-11) 
fios Iyer tc ■]. (kit OMdiAf). Hew; twcyc4 po^pUte w»- 
(too m tbt JAA <temm ia AfitMM Mtuk fCO*p< 1*1 

((IMfTAAJ, whKb IftMir (Ob* VtiojUi to pofalfflrai Wf AAfeu 
ojiffc ft* «w ilkiM tew ftmoAria of j» «d 

uuyi In U««r tklcnidBM of ivg tilde J cvriro (svgtypct ^6 

6V6\ 677 iAd 7/7 feeotypo. TVio resolb »f»oA .Uifc5«ix 
ftAitt la lAMeifed UCTIA1 frae n^n. Hw orW WoKl 
balcM up is 10 foootrpw mr owl ■* OMwl^ekmtoi 
pn*«fc|y HM^Uag m dlfieffDot yekuU>^ *ifb t9 bUiwblA 
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DETCRMCNAIlOri Of HUMAN WO ACnVTTT USINO CAP. 
J-UNY MtTABOLtSM AND IDCNTBTCATTOH Of FMO 
MUTANTS. IHf# PhD »WJL a»mf« PbJ>. 'j.K Kwf. MD. 
>lO(. Ue, UD. HfJC Hah. VfD, Ml »W. Cb^ PhD, 't^pt of 
PH*tt»«X- ( t>eft. of Ul. Mcd^ fe)a U«hL. Xncbov. K«n«. 

(FMOS) pmoJtt i* «aih humm Mw to FM03. After Ew&n 4 
duatfoA of ttMpfcyUkvf OP) tieoofomlne <I») *» « 
( CA)<*ciuiymi?<iairiljr t7 bep^fc FMO (BBRC n$t 
m hm m^vtoi u pheiwcypc bmn«a »bli (wtpta la ebtfr tMO 
attvtry 6i Wsv by KimhaMcHlV o*« (SlOwf CA), Ihrartoouo 
pla bwoen 4 m4 Jfcriwro oolkeiid hn 82 hafty lfat»ivlui* 
toon ^UK^ttrtnuy CA ntttatettta iAidytoJ.'n»fir»*>gfw* 
«M7 CIB^ttV(wA3 w» ttaodiftio W» OfFWO*aiiicy-Vp»i to- 
cicybv (bs vo^tm wftb h^b ImI Sow FMO MtWbiM, «#c 
saqoenced dbdrPMOS ^ott b tVH (9 evou Aadjuattiaa uo>mu 
bttf«n infewi «ad <*MW) *o« cbdr pouodc DKA ojuiMdktt 

CocajHiflf cbc MO.VCACcS «/ FM03 fate fa toibjettt MA M|h Md 
tow KtMAa. we Lwad 6 pok* aMctifaa «tooi oo cm «qpcftcc9.U 
fsmt mt^HB' wtm mv tctfvtty we (bund polni rondoo on 
Ohi-ftLn w (GA0^*AAG) «aa7or Ok-Mty 39 * (OAO^-iOOO) fa 

exoo 4) ud D CJbT «M0 TV A Jtcp oodoo (QEy 1 «-«S < lw«; 
COA-» TGA ) mi f cauj fa A JtftyfrCt wt* OOT^iy low •crfv^ 
liy Abo bomcnysDttfi wllh tMitttkmt cm the Abow two iwwU 
cIki ihow«4 low FMO odMiy, TbeK wbjoco miy b«w oXM^ 
■neutefita for nsr/ dfafcoOy ufiod OUfl 4M olettjy pipit iifc*- 
Isldi wfudb h/b avoboUiffd b/ FMO- 
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AX0CfV^t0r«A5SOCLiaffi£Hai£A^ 

IS NOT MQEDbJEb BY AlZttttl OkdZllDlNH AHStltVE 

kenal secaawt. ej raw*. Ma no. »t*«fJ 

Dathmfa WMoa^Haiiftu. 
Wc pccnowJy npo^cd i acta mo. 
fa 



<5C*)of lI%Abo%«boJofiaofa4 q 1 
««bott of 26 ptfteflci recoJvi^ J , 
tn^odAtowe Cab) ter 12 no. & 
Q*> potegiiri ■ wciin l mi far ta j - 
iwfc** fa50rof thii ttKOio^o 1 
w«ufci b niffrwMWi o£ prad- I 1 
ail latafar praitfaa of SO U 
*oc» wiib ■ATrifripmOoo of 
cfavddlM COX W» moofcofcd 4 

v?v (roup of 12 plltfflM MttSV^ 
fag Am far It trt* A Aeu 
faacucof 14* in SCt itoVtliittl 
* P« ty J t At All pofal 2* 
h eoEMfaUo cfaorMCe* (OC3J 
woo pctfanocd fa «icb pufaol 
wim $rt w4jj»k coftdmfaiM* 
tiwi of Q 400 ng QTD, Moofaa 
CrCl fta tan 1 J4 ia 14 PitA 
(CKQittX Tbfa U« <bop In GfCI 
ooQ MVoHnAai did m* Modt 
CS Mention. TM* 

*ft*dy oomfvtti Am cjaia acow- 
•^xcaL lar^4M jntsroue fa 5Cr. 




fan dii niocfionl>tP of wcA 



a- 

CA 



I 
CO 

5ri 

O 
O 



^ TOTAL PPG€,05 



